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DETAILED ACTION 

Claims 1-14 are pending and examined on the merits 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 
The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-14 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claims 1, 2, 6-10, 12-14 recite " a third party identical in HLA type". The art recognizes 
that there are different degrees of identity to HLA haplotype, such as identity at each allele of the 
HLA-A, B and DR antigen loci which constitute a 6 of 6 "match" (Sykes et al, U.S.6,558,662, 
column 7, lines 20-26). The allogeneic state is recognized in the art as the condition of having at 
least one mismatch at a single HLA antigen locus (Dictionary of Immunology, 1985 Herbert et 
al, Ed.s, page 8 "alloantigen"). It is unclear if applicant intends the identity of HLA to be 
identical is all six alleles of HLA-A, B and DR, or some degree of mis-match is tolerated in the 
term "HLA-identical" For purpose of examination, the term HLA-identical will be read as 
including allogeneic matches. 

Claim Rejections - 35 USC §102 
(e) the invention was described in a patent granted on an application for patent by another filed in the United 
States before the invention thereof by the applicant for patent, or on an international application by another who 
has fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention 
thereof by the applicant for patent. 

The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act of 1999 
(AIPA) and the Intellectual Property and High Technology Technical Amendments Act of 2002 
do not apply when the reference is a U.S. patent resulting directly or indirectly from an 
international application filed before November 29, 2000. Therefore, the prior art date of the 
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reference is determined under 35 U.S.C. 102(e) prior to the amendment by the AIPA (pre-AIPA 
35 U.S.C. 102(e)). 

Claims 1-7, 10, 12-14 are rejected under 35 U.S.C. 102(e.) as being anticipated by Sykes 
etal (U.S. 6,558,662). 

Claim 1 is drawn to a method for the treatment of malignant tumor which comprises 
performing donor leukocyte infusion in a patient requiring such treatment and then performing 
radiation treatment (irradiation), infusion of lymphocytes derived from the host or a third party 
identical in HLA type to the host, and intra bone marrow-bone marrow transplantation using 
bone marrow cells derived from the host or a third party identical in HLA type to the host. 

Claim 2 embodies the method for the treatment of malignant tumor as defined in claim 1, 
wherein the donor lymphocyte infusion is for graft versus tumor reaction-based tumor treatment, 
and the radiation treatment, infusion of lymphocytes derived from the host or a third party 
identical in HLA type to the host and intra bone marrow-bone marrow transplantation using bone 
marrow cells derived from the host or a third party identical in HLA type to the host are for the 
prevention and treatment of the graft versus host disease induced by said donor lymphocyte 
infusion. 

Claim 3 embodies the method for the treatment of malignant tumor as defined in claim 1 , 
wherein a further radiation treatment is performed prior to donor lymphocyte infusion. 

Claim 4 embodies the method for the treatment of malignant tumor as defined in claim 1, 
wherein the donor lymphocyte infusion is performed in the manner of intravenous administration 
of an effective amount of donor-derived peripheral blood mononuclear cells. 

Claim 5 embodies the method for the treatment of malignant tumor as defined in claim 1 , 
wherein the radiation treatment following the donor lymphocyte infusion is performed in the 
manner of total body irradiation at a dose of 3-4 Gy. 

Claim 6 embodies the method for the treatment of malignant tumor as defined in claim 1 , 
wherein the infusion of lymphocytes derived from the host or a third party identical in HLA type 
to the host is performed in the manner of intravenous administration of an effective amount of 
peripheral blood mononuclear cells derived form the host or a third party identical in HLA type 
to the host. 
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Claim 7 embodies the method for the treatment of malignant tumor as defined in claim 1 5 
wherein the bone marrow cells are whole bone marrow cells derived from the host or a third 
party identical in HLA type to the host. 

Claim 10 is drawn to a method for the treatment of malignant tumor which comprises 
performing donor lymphocyte infusion for graft versus tumor reaction-based tumor treatment in 
a patient to be treated and then performing radiation treatment and intravenous administration of 
peripheral blood stem cells derived from the host or a third party identical in HLA type to the 
host for the prevention and treatment of the graft versus host disease caused by said donor 
lymphocyte infusion. 

Claim 1 1 embodies the method for the treatment of malignant tumor as defined in claim 
1 , wherein the malignant tumor is selected from among leukemia, malignant lymphoma, multiple 
myeloma, sarcoma, melanoma, brain tumor, stomach cancer, tongue cancer, esophageal 
carcinoma, colorectal cancer, liver cancer, gallbladder carcinoma, pancreatic carcinoma, renal 
carcinoma, bladder cancer, nasopharyngeal cancer, laryngeal cancer, skin cancer, mammary 
cancer, testicular cancer, ovarian cancer, uterus carcinoma, and lung cancer. 

Claim 13 is drawn to a method for the prevention and treatment of the graft versus host 
disease induced by donor lymphocyte infusion which comprises performing, in a patient to be 
treated for the prevention and treatment of the graft versus host disease, radiation treatment, 
infusion of lymphocytes derived from the host or a third party identical in HLA type to the host 
and intra bone marrow-bone marrow transplantation using bone marrow cells derived from the 
host or a third party identical in HLA type to the host. 

Sykes et al disclose a method of treatment of a malignant tumor comprising thymic 
irradiation, bone marrow transplantation , donor lymphocyte transfusions at days 35 and 56 and 
thymic irradiation (claim 20, lines 57-67). Sykes et al disclose that the malignant tumor is 
hematopoietic and comprises leukemias and lymphomas (abstract) which fulfills the specific 
embodiment of claim 1 1 . Sykes et al disclose that the donor hematopoietic stem cell in the bone 
marrow transfusion provide hematological function, to induce tolerance to donor antigens, so as 
to reduce the subject response to any subsequent donor tissue such as donor leukocyte infusion 
(column 12, lines 41-46 and column 13, lines 52-53). Sykes et al disclose that a state of mixed 
chimerism is induced by thymic radiation in the subject versus whole body radiation (column 12, 
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lines 47-50). Sykes et al disclose that the donor leukocytes provides additional graft vs 
leukemia activity Sykes et al disclose the need for "appropriate" donor leukocyte administration 
is evidenced by lack of increase in donor chimerism, lack of GVH symptoms or incomplete 
tumor regression, (column 12, lines 51-59). Sykes et al disclose a delay before the 
administration of donor leukocyte infusions which allows the host to be less susceptible to 
GVHD. The donor infusion then converts the mixed chimeric states of the subject into one 
which is fully chimeric, but the graft cell mediated immune attack will be limited to the 
hematopoietic compartment thereby minimizing GVHD and maximizing GVL effects (column 
12, line 59 to column 13, line 7). Sykes et al disclose the preferred amount of irradiation is 
preferably less than 400 or 300 rads (column 14, lines 37-48) which corresponds to 3-4 Gy. 
Sykes et al disclose that bone marrow mismatch at any loci which promotes graft rejection is 
desirable because said mismatch promotes GVL effects (column 17, lines 24-29). Sykes et al 
disclose that the disclosed methods can be used when there is a mismatch at a minor 
histocompatible loci, but it is preferable to be mismatched at a major histocompatibility loci, as 
in a allogeneic donor (column 17, lines 45-50). 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
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invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-13 are rejected under 35 U.S.C. 103(a) as being unpatentable over Sykes et al 
(U.S. 6,558,662) in view of Ashkenasy (Stem Cells, 2002, Vol. 20, pp. 86-93). 

Claim 8 embodies the method for the treatment of malignant tumor as defined in claim 1 , 
wherein the bone marrow cells are whole bone marrow cells obtained by inserting a bone 
marrow puncture needle into one end of a long bone of the host or a third party identical in HLA 
type to the host, causing an irrigating fluid to flow via the needle through the medullary cavity 
and recovering the irrigating fluid containing bone marrow cells from a perforation provided at 
the other end of the long bone. 

Claim 9 embodies the method for the treatment of malignant tumor as defined in claim 1 , 
wherein the intra bone marrow-bone marrow transplantation is performed in the manner of 
administration, into a long bone, of an effective amount of whole bone marrow cells derived 
from the host or a third party identical in HLA type to the host. 

Askenasy teaches that isolated limb perfusion and intra-bone marrow transplantation 
improves the efficiency of the bone marrow graft in non-myeloablated patients (page 87, first 
column, first full paragraph). 

It would have been prima facie obvious at the time the claimed invention was made to do 
the bone marrow transplantation into the bone of the patient having undergone low-level thymic 
irradiation. One of skill in the art would have been motivated to do so by the teachings of 
Askenasy on the improvement in efficiency assoicated with this method of transplanting bone 
marrow cells into non-myeloablated patients. 

All claims are rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A. Canella whose telephone number is (571)272-0828. 
The examiner can normally be reached on 10-6:30 M-F. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on (571)272-0832. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




